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REMARKS 

Applicants herein canceled claim 1 without prejudice. The claim is canceled for the purpose of 
streamlining the Examiner's consideration of a Request for Interference filed concurrently 
herewith. Therefore, the claim is not canceled for any reason related to patentability and is 
canceled without prejudice or disclaimer. Applicants added claims 50-78. Therefore, claims 50- 
78 are presently before the Examiner for consideration. Entry of the amendment is respectfully 
requested. After entry of this amendment, claims 50-78 will be pending in the application. 

Table A reflects the correlation of Applicants' claims vis-a-vis U.S. Patent No.'s 
6,649,348. Applicants 1 claims 50-78 are identical to claims 1-29, respectively, of U.S. Patent 
No. 6,649,348 to Bass et al., issued November 18, 2003. 
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Table B reflects disclosures in Applicants' specification which support newly added 
claims 73-78. As reflected in Table B, the newly added claims present no new matter. 



TABLE B 



Applicants' claims 


Support in Applicants' present 

specification ! 


50. A method for synthesizing an array of 
chemical compounds on the surface of a 
support, said method comprising: 


Page 2, lines 17-34; page 9, lines 7-22. 


(a) contacting a surface of said support with a 
fluid reagent for synthesizing said chemical 
compounds, 


Page 9, lines 27-29; Figs. 3B, 4A, 4B, 
6A and 6B; page 27, line 27 to page 28, 
line 16. 


(b) mounting said support in a chamber of a 
flow cell and subjecting said surface to one 
siep oi saia syninesis ano 


Page 9, line 33 to page 10, line 4. 
rage z4, line 13 to page zy, line 13. 


(c) mounting said support in a chamber of 
another flow cell and subjecting said surface 
to another step of said synthesis wherein (a)- 
(c) are repeated until said array of chemical 
compounds is synthesized on said surface and 
wherein each of said flow cells comprises a 
housing with a chamber and an inlet and an 
outlet for introduction and removal of fluids 
in the chamber in which the support is 
mounted wherein said support is selected 
from the group consisting of a strip, a plate or 
a flat glass. 


Page 9, line 27 to page 10, line 4. 
Page 46, line 4- 30. 

Page 26, line 28-30. 
Page 27, lines 13-21. 
Page 11, lines 14-35. 


51. A method according to claim 50 further 
comprising mounting said support after step 
(c) of said synthesis into a chamber of another 

another step of said synthesis. 


Page 9, line 33 to page 10, line 4; page 
46, lines 6-31. 


52. A method according to claim 50 wherein 
said synthesis comprises "n" number of steps 
including (b) and (C) and said method 
comprises i ndependently m ounting a s upport 
into a chamber of one of "n" number of flow 
cells and subjecting said surface to a different 
step of said synthesis in each of said flow 
cells. 


Throughout and see USPNo. 5,143,854, 
which are incorporated by reference at 
page 16, line 26. 


53. A method according to claim 50 wherein 
reagents for step (b) of said synthesis are in 
fluid communication with said flow cell of 


Page 4, lines 3-23. 
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Applicants' claims 


Support in Applicants' present 
specification 


step (b) and reagents for step (c) of said 
synthesis are in fluid communication with 
said flow cell of step (C) and wherein the 
fluid communication of the flow cell of step 
yu) ib bcpdidic irom me iiuiu coniniuni^diiuii 
of the flow cell of step (c). 




^ A A m^tVinH op/^n ff\ i n rr tr\ r> 1 q i m ^ C\ \\rY\ orpin 

jf. r\ mcinou aL/Coruing 10 cidim j\j wiierciii 
at least one of said steps of said synthesis 

romnri^es wa^hini? ^aiH surface 

vUlilL/llOvO VV CIO Hill OCllU. jUIKK/Vi 


i dgC Z<J, lO, page / , 1111C D y dllU 

page 38, lines 32-37. 


55. A method according to claim 50 wherein 
said chemical compounds are polymers. 


Page 6, line 15 to page 7, line 26. 


jo. /\ rncinou dccoruing 10 cidim jj wiierciii 
said polymers are biopolymers. 


X^dgC U, 1111C 1 J lu pdgc /, line ZO. 


57. A method according to claim 50 wherein 
saia now cens comprise a noiaer ior saia 
support. 


Page 46, line 34 to page 47, line 4. 


58. A method according to claim 50 wherein 
saia now cens comprise ai least one miei ana 
an outlet. 


Page 26, lines 28 to 36, and page 27, 
lines u-zi. 


59. A method according to claim 58 wherein a 
wash solution and a reagent for said synthesis 
are independently directed to said inlet. 


Page 25, line 18, page27, line 3, and 
page38, lines 32-37. Fig. 6B. 


60. A method for synthesizing an array of 
biopolymers on the surface of a support 
wherein said synthesis comprises a plurality 
of monomer additions, said method 
composing. 


rage 2, lines 1 /-34, page y l-ll. 


(a) depositing droplets of monomer addition 
reagents on a surface of said support, 


Page 16, 29-30 for depositing droplets. 
See also, page 9, lines 27-29; Figs. 3B, 
4A, 4B, 6A and 6B; page 27, line 27 to 
page Zo, line 10. 


(b) p lacing s aid s upport i nto a c hamber o f a 
flow cell and subjecting said surface to a step 
of said synthesis that is subsequent to a 
monomer addition and 


Page 9, line 33 to pagelO, line 4. 
Page 24, line 13 to page 29, line 13. 


(c) placing said support into a chamber of 
another flow cell and subjecting said surface 
to another step of said synthesis that is 
subsequent to step (b) wherein said steps are 
repeated until said array of biopolymers is 
synthesized on said surface and wherein each 
of said flow cells comprises a housing with a 
chamber and an inlet and an outlet for 
introduction and removal of fluids in the 


Page 9, line 27 to page 10, line 4. 
Page 46, line 4- 30. 

Page 26, line 28-30. 
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Applicants 9 claims 


Support in Applicants' present 
bpeunidiiuu 


chamber in which the support is placed and 
wherein s aid flow c ell o f ( b) i s d edicated t o 

csnH Qtf*n (\\\ 5inH caiH flow/ PfOl nf* (c\ ic 
oalU bicp V^v dlHl oalU 11UW l/Wll \J1 \yj lb 

dedicated to step (c). 


Page 27, lines 13-21. 


Ul. -rV IIICUIUU dUL-UlUlilg, LU Lldllll WllCiClll 

one of said steps (b) and (c) comprises a 
wash. 


i d^c zj, line 10, pdgc z /, line j, diiu 

page 38, lines 32-37. 


UZ. IIICUIUU dLCUIUlIlK, IU L/ldllll VvllClClll bdlU 

biopolymers are polynucleotides. 


Doqp A Imp 9^ linpc ^9-^8 

rdgc u, line zj, niicb jz-jo. 


63. A method according to claim wherein step 

\V) lAHIipilbCb bUL/JCLllllg bdlU bUlldLC IU all 

oxidizing agent. 


Page 38, lines 2-31. 


64. A method according to claim wherein step 
t<uiiipribcb bupjcdiiig bdiu buridcc iu oil 
agent for removing a protecting group. 


Page 38, lines 2-31. 


65. A method according to claim wherein said 
now cciib L/Ouipnbc d i icdbi one unci diiudii 
outlet and a holder for said support. 


Page 46, line 34 to page 47, line 4. Page 

ZO, llllCb LO JO, dllU pdgC £ 1 <, llllCb i J 

21. 


UU. rV IIICUIUU dCL-UIUlllg, LU l/ldllll U/ VVIlCiClll a 

wash solution and a reagent for said synthesis 
are independently directed to said inlet. 


Q&p. Fimirp f\A Pjiop 9S linpc S-99 

JCC FlgUlC KJr\j -L dgC LJ, llllCb J-jLjL. 


67. A method according to claim wherein said 
biopolymers are peptides. 


Page 6, line 21. 


68. A method according to claim wherein said 
biopolymers are synthesized on said surface 
in multiple arrays and said support is 
subsequently diced into individual arrays of 
biopolymers on a support. 


rage 4y, lines i j-i j, page line J / to 
page 50 5 line 23. 


69. A method according to claim wherein 
reagents for said first step of said synthesis 
are in separate fluid communication with said 
first flow cell and reagents for said second 
step of said synthesis are in separate fluid 
t/OuiniuniC'diiuii wiui bdiu bccunu now lcii. 


Figure 3 A & 3B, of 14 line 63. 


70. A method according to claim further 
comprising exposing the array to a sample 

dim icduiiig mc diidy. 


See page 53, line 30 to page 55, line 1 1 . 
See page 54, lines 35 to page 55, line 4 

■for Hf*t^r*tinn 
1U1 UCICL-LIUII. 


71. A method according to claim 71 
romnrisinp forwarding data comnrisinp a 
result obtained from a reading of the array. 


See page 53, line 30 to page 55, line 11. 
See na&e line*? IS to nape line 4 

for detection. 


72. A method according to claim 71 
comprising receiving data comprising a result 
of an interrogation obtained by the reading of 


See page 53, line 30 to page 55, line 11. 
See page 54, lines 35 to page 55, line 4 
for detection. 
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Applicants' claims 


Support in Applicants' present 
specification 


the array. 




73. A method for synthesizing an array of 

phpmif*5i1 rnmnnnnHc r\v\ thf* cnrfiapf* f\~f a 
l^llC-llllUal L/Ullipu UllUb Ull L11C oUilatC UI a 

support, said method comprising: 


Page 2, lines 17-34; page 9, lines 7-22. 


(a) contacting a surface of said support with a 
fluid rea&ent for svnthe^i7in*? said chemical 
compounds, 


Page 9, lines 27-29; Figs. 3B, 4A, 4B, 
6A and 6B* Daee 27 line 27 to Daee 28 
line 16. 


(b) placing said support in a chamber and 
subjecting said surface to one step of said 
synthesis and 


Page 9, line 33 to pagelO, line 4. 
Page 24, line 13 to page 29, line 13. 


(c) placing said support in another reaction 
chamber and subjected said surface to another 
step of said surface to another step of said 
synthesis wherein (a)-(c) are repeated until 
said array of chemical compounds is 
synthesized on said surface and wherein each 
of said reaction chambers comprises an inlet 
ana an outlet ior introduction ana removal oi 
fluids in the chamber in which the support is 
placed wherein said support is selected from 

IIIC group l/UllMdllllg Ol a dliip, <X pialC Ui a lldl 

glass. 


Page 9, line 27 to page 10, line 4. 
Page 46, line 4- 30. 

Page 26, line 28-30. 
Page 27, lines 13-21. 
Page 11, lines 14-35. 


74. A method for synthesizing an array of 

plif^mipiil pnmnnnnHc r\v\ flip curfViPf* nf* n 

l/lldllil/al V^UIlipU UllUo \JLL lilt MlllaLC \JL a 

support, said method comprising: 


Page 2, lines 17-34; page 9, lines 7-22. 


(a) contacting a surface of said support with a 
fluid reagent for synthesizing said chemical 
compounds, 


Page 9, lines 27-29; Figs. 3B, 4A, 4B, 
6 A and 6B* oaee 27 line 27 to oaee 28 
line 16. 


(b) mounting said support in a chamber of a 
flow cell and subjecting said surface to one 
step of said synthesis and 


Page 9, line 33 to pagelO, line 4. 
Page 24, line 13 to page 29, line 13. 


(c) mounting said support in a chamber of 
another flow cell and subjecting said surface 
to another step of said synthesis wherein (a)- 
(c) are repeated until said array of chemical 
compounds is synthesized on said surface and 
wherein each of said flow cells comprises a 
housing with a chamber and an inlet and an 
outlet tor introduction and removal ot tiuids 

in thp rhflmhpr in which thp QiiTmort i^ 

111 tllw VsllCUllUWl 111 Wlllwll LllV^ OUUpUl I Id 

mounted wherein said support is selected 
from the group consisting of a strip, a plate or 
a flat glass. 


Page 9, line 27 to page 10, line 4. 
Page 46, line 4- 30. 

Page 26, line 28-30. 
Page 27, lines 13-21. 
Page 11, lines 14-35. 


75. A method for synthesizing an array of 


Page 2, lines 17-34; page 9, lines 7-22. 
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Applicants' claims 


Support in Applicants 9 present 
specification 


cnemicai cornpounas on ine suriace 01 a 
support, said method comprising: 




(a) contacting a surface of said support with a 

11U1U ICat^CllL XUi oyilLilColZilll^ oalU l/lldllll/ai 

compounds, 


Page 9, lines 27-29; Figs. 3B, 4A, 4B, 

f\A unH nqop 97 1in*» 97 tn naop 9R 

\Jr\ ollU UD, pdgC Z, / , 1111C Z / IVJ page ZO, 

line 16. 


(b) mounting said support in a chamber of a 
flow cell and subjecting said surface to one 
step of said synthesis and 


Page 9, line 33 to page 10, line 4. 
Page 24, line 13 to page 29, line 13. 


(c) mounting said support in a chamber of 
another flow cell and subjecting said surface 
to another step of said synthesis wherein (a)- 
(c) are repeated until said array of chemical 
compounds is synthesized on said surface and 
wherein each of said flow cells comprises a 
housing with a chamber and an inlet and an 
outlet for introduction and removal of fluids 
in the chamber in which the support is 
mounted wherein said support is selected 
from the group consisting of a strip, a plate or 
a nai glass. 


Page 9, line 27 to page 10, line 4. 
Page 46, line 4- 30. 

Page 26, line 28-30. 
Page 27, lines 13-21. 
Page 11, lines 14-35. 


76. The method of claim 73 further 
comprising modifying said chambers to 
perform multiple independent steps of said 
syntnesis. 


Page 46, lines 4-32. 


77. The method of claim 74 further 
comprising modifying said chambers to 
perform multiple independent steps of said 

C\/tltnPC1 C 

byiiuicoib. 


Page 46, lines 4-32. 


78. The method of claim 75 further 
comprising modifying said chambers to 
perform multiple independent steps of said 
synthesis. 


Page 46, lines 4-32. 
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Entry of the foregoing is respectfully requested. 



Respectfully submitted, 
AFFYMETRIX, INC. 



Date: 



By: 



Philip MlGarrigle 
Reg. # 31,395 




Affymetrix, Inc. 
Legal Department 
3380 Central Expressway 
Santa Clara, CA 95051 
(408) 731-5000 (phone) 
(408) 481-4709 (fax) 
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REMARKS 

In accordance with 37 C.F.R. §1.607, Applicants hereby request an interference with 
United States Patent No. 6,649,348, which issued to Bass et al. on November 18, 2003. To 
facilitate consideration of this request, Applicants attach a proposed PTO-850 "Interference 
Initial Memorandum" outlining the requested interference. 

Applicants herein comply with the provisions of 37 C.F.R. §1.607, which requires the 
following: 

(1 ) Identify the patent; 

(2) Present a proposed count; 

(3) Identify at least one claim in the patent corresponding to the proposed 
count; 

(4) Present at least one claim corresponding to the proposed count or identify 
at least one claim already pending in its application that corresponds to the 
proposed count, and, if any claim of the patent or application identified as 
corresponding to the proposed count does not correspond exactly to the proposed 
count, explain why each such claim corresponds to the proposed count; and 

(5) Apply the terms of any application claim, 

(i) Identified as corresponding to the count, and 

(ii) Not previously in the application to the disclosure of the 
application. 

2 
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(6) Explain how the requirements of 35 U.S.C. § 135(b) are met, if the 
application claim identified as corresponding to the proposed count was not 
present in the application until more than one year after the issue date of the 
patent. 

37 C.F.R. §1. 607(a)(1) - Identification of Involved Patent 

In accordance with 37 C.F.R. §1. 607(a)(1), Applicants identify U.S. Patent No. 6,649,348 
to Bass et al. ("the 348 patent"). 

37 C.F.R. §1.607(a)(2) - Proposed Count 

In accordance with 37 C.F.R. § 1.607(a)(2), Applicants propose a count defined as 
follows: 

Claim 1 of the '348 patent 
or 

Applicants' Claim 73 

Claim 1 of the f 348 patent reads as follows: 

A method for synthesizing an array of chemical compounds on the surface of a 
support, said method comprising: 

(a) contacting a surface of said support with a fluid reagent for synthesizing said 
chemical compounds, 

(b) mounting said support in a chamber of a flow cell and subjecting said surface to 
one step of said synthesis and 

(c) mounting said support in a chamber of another flow cell and subjecting said 
surface to another step of said synthesis wherein (a)-(c) are repeated until said array of 
chemical compounds is synthesized on said surface and wherein each of said flow cells 

3 
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comprises a housing with a chamber and an inlet and an outlet for introduction and 
removal of fluids in the chamber in which the support is mounted wherein said support 
is selected from the group consisting of a strip, a plate or a flat glass. 

Applicants' claim 73 reads as follow: 

A method for synthesizing an array of chemical compounds on the surface of a support, 
said method comprising: 

(a) contacting a surface of said support with a fluid reagent for synthesizing said 
chemical compounds, 

(b) placing said support in a reaction chamber and subjecting said surface to one step 
of said synthesis and 

(c) placing said support in another reaction chamber and subjecting said surface to 
another step of said synthesis wherein (a)-(c) are repeated until said array of chemical 
compounds is synthesized on said surface and wherein each of said reaction chambers 
comprises an inlet and an outlet for introduction and removal of fluids in the chamber in 
which the support is placed wherein said support is selected from the group consisting of 
a strip, a plate or a flat glass. 



37 C.F.R. §1.607(a)(3) - Patent Claims Corresponding to the Proposed Count 

In accordance with 37 C.F.R. § 1.607(a)(3), Applicants identify claims 1-29 of the '348 
patent as corresponding to the proposed count. Claim 1 is expressly recited in the definition of 
the proposed count and claims 2-29 define the same patentable invention as the proposed count, 
as explained below. 



37 C.F.R. §1 .607(a)(4) - Application Claims Corresponding to the Proposed Count 

In accordance with 37 C.F.R. §1. 607(a)(4), Applicants identify Applicants' claims 50-78 
as corresponding to the proposed count. Applicants' claim 73 is expressly recited in the 
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V definition of the proposed count and Applicants' claims 50-78 define the same patentable 
* invention as the proposed count, as explained below. 

37 C.F.R. § 1.601(n) - Claims Defining The Same Patentable Invention 

» 

^ 37 C.F.R. § 1.601(n) provides, in part, as follows: 

I Invention "A" is the same patentable invention as an invention "B" 

\ when invention "A" is the same as (35 U.S.C. 102) or is obvious (35 U.S.C 

103) in view of invention "B" assuming invention "B" is prior art with respect 

to invention "A". 

In the context of this request for interference, a claim (i.e., "Invention A") is directed to 
the same patentable invention as a proposed count (i.e., "Invention B") when the claim is the 
same or is obvious in view of the proposed count, assuming the proposed count is prior art with 
respect to the claim. Below, Applicants explain why the identified patent and application claims 
define the same patentable invention as the proposed count and, therefore, should be designated 
as corresponding to the proposed count. 

Claims 2-29 of the ' 348 Patent 

Claims 2-29 of the '348 patent define the same patentable invention as the proposed count 
and, therefore, should be designated as corresponding to the proposed count for at least the 
following reasons: 

1. Claim 2. Claim 2 is expressly recited in the definition of the proposed count. 
Therefore, claim 2 defines the same patentable invention as the proposed count. 
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2. Claim 3. Claim 3 depends from claim 1 and further recites "n" number of steps. 
This limitation is incorporated within the definition of the proposed count and therefore defines 
the same patentable invention as the proposed count. 

3. Claim 4. Claim 4 depends from claim 1 and is further limited to having the 
reagents of each step in fluid communication with the flow cell of that step. It would have 
been obvious to one of ordinary skill in the art to fluidly connect the reagents with the flow cell 
of each step in view of the method defined by the proposed count. The proposed count recites 
a method for synthesizing an array. It was well known in the art that a flow cell would be used 
and that the flow cell would be fluidly connected to the reagents used in the flow cell See for 
example U.S. Patent No. 5,424,186 086) issued June 1995, Figs. 22A and B and 
accompanying text at col. 32, lines 22-67. See also, U.S. Patent No. 5,959,098 C098) issued 
September 28, 1999, Fig. 3A and 3B at col. 14, line 57 to col. 15, line 12. Both '186 and '098 
are references under 35 USC § 102(b). Other passages of both f 186 and '098 are also pertinent. 
('186 is incorporated by reference in '098 at col. 14, lines 53 to 56). Other general peptide and 
nucleic acid synthesis references that show the above limits are found at col. 22, lines 32 to 49 
of '098 and col. 58, line 41 to col. 59, line 4 of '186 and serve to outline the general process 
steps of these dependent claims. 

4. Claim 5. Claim 5 depends from claim 1 and is further limited to having a wash 
step. It would have been obvious to one of ordinary skill in the art to wash the synthesis 
surface. For example, see '186 generally, but specifically at col. 2, line 42 and various 
examples from col. 23 to 34. See also '098 at col. 15, line 8, and col. 16, line 3, as examples. 
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5. Claim 6. Claim 6 depends from claim 1 and further limits the chemical 
compounds top olymers. It would h ave b een o bvious t o o ne o f o rdinary skill i n t he a rt t o 
synthesize polymers as generally shown in '186, and specifically at col. 7, lines 34 to 63. See 
also f 098 at col. 4, lines 47 to 64. There are multiple other locations in both documents, but the 
above passages suffice. 

6. Claim 7. Claim 7 depends from claim 6 and further limits the polymers to 
biopolymers. It would have been obvious to one of ordinary skill in the art to synthesize 
polymers as generally shown in '186, and specifically at col. 7, lines 34 to 63. See also '098 at 
col. 4, lines 47 to 64. There are multiple other locations in both documents, but the above 
passages suffice. 

7. Claim 8. Claim 8 depends from claim 1 and further limits the flow cells to 
include a holder. It would have been obvious to one of ordinary skill in the art to include a 
holder as generally shown in '098 in Fig. 6B and the accompanying text at col. 27, lines 20 to 
47. 

8. Claim 9. Claim 9 depends from claim 1 and further limits the flow cells to 
contain at least one inlet and at least one outlet. It would have been obvious to one of ordinary 
skill in the art to have an inlet and an outlet as shown in '186 at Figs. 22 A and B and 
accompanying text at col. 32, lines 22-67 and Figs. 3 A and 3B at col. 14, line 57 to col. 15, line 
12. Figs. 6A and 6B and accompanying text at col. 26, line 66 to col. 27, line 37, at least. 
Other passages of both '186 and '098 are also pertinent. 
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9. Claim 10. Claim 10 is dependent on claim 9 and further limits the method to 
determining a condition of the fluid exiting the outlet and directing the fluid to the inlet or a 
waste container based on the determination. It would have been obvious to one of ordinary 
skill in the art to analyze the fluid and recycle or discard the fluid based on general process 
considerations as shown in any of a number of references, such as: 

1) Guo, Zhiqiang; Pfundheller, Henrik M.; Sanghvi, Yogesh S. Organic Process Research 
& Development (1998), 2(6), 415-417. (See page 416, right col). 

2) Carlo L. Scremin, Liang Zhou, Kasturi Srinivasachar, Serge L. Beaucage; J. Org. Chem. 
1994; 59:1963-1966. (See page 1964, right col.). 

3) W. K-D. Brill; Tetrahedron 1994; 35:3041-3044. (See page 3043, third full paragraph). 

4) Gough, G. R.; Brunden, M. J.; Gilham, P. T. Tetrahedron Letters (1981), 22(42), 
4177-80. 

5) Sanghvi, Yogesh S.; Ravikumar, V. T.; Scozzari, Anthony N.; Cole, Douglas L. 
Development Chemistry and Pharmaceutics, Isis Pharmaceuticals, Inc., Carlsbad, CA, 
USA. Pure and Applied Chemistry (2001), 73(1), 175-180. 

6) Smrt, Jiri; Arnold, Lubos; Svoboda, Jan; Hak, Roman; Rosenberg, Ivan. Inst. Org. 
Chem. Biochem., Acad. Sci. Czech Republic, Prague, Czech Rep. Collection of 
Czechoslovak Chemical Communications (1993), 58(7), 1692-8. (seepage 1697). 

10. Claim 11. Claim 11 is dependent on claim 9 and further limits the method to 
subjecting the fluid exiting the outlet to purification and determining a condition of the fluid to 
thereby direct the fluid to the inlet or a waste container. It would have been obvious to one of 
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ordinary skill in the art to perform this process as shown in any of a number of references 
above as applied to claim 10. 

11. Claim 12. Claim 12 depends from claim 9 and further states that the wash and 
reagent solutions are independently directed to the inlet. It would have been obvious to one of 
ordinary skill in the art to have the wash and reagent solutions are independently directed to the 
inlet as shown in 1 186 at Figs. 22 A and B and f 098 at Fig 3 A and B and the accompanying text 
at col. 14, line 64. 

12. Claim 13. Claim 13 is an independent claim which is different from claim 1 in 
that i t i s b roader i n n ot r eferring t o a s ubstrate shape o r a m ounting. It i s n arrower i n t he 
description o f h ow reagents a re p laced o n t he su rface o f t he s upport ( deposting d roplets o f 
monomer addition reagents) and that the compound is a biopolymer. It would have been 
obvious to one of ordinary skill in the art to show how reagents are placed on the surface of the 
support as shown in '098 at col. 9, lines 60 to 67. PCT Application 93/09668 ('668) shows at 
Figs. 11 and 12 and pages 25 to 29 the deposition of droplets of monomer addition reagents of 
a surface of a support to form an array. 

1 3 . Claim 1 4. C laim 1 4 d epends f rom claim 1 3 and i s f urther 1 imited t o h aving a 
wash step. It would have been obvious to one of ordinary skill in the art to wash the surface of 
the synthesis surface. For example, see '186 generally, but specifically at col. 2, line 42 and 
various examples from col. 23 to 34. See also '098 at col. 15, line 8, and col. 16, line 3 as 
examples. 
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14. Claim 15. Claim 15 depends from claim 13 and further limits the biopolymers to 
polynucleotides. It would have been obvious to one of ordinary skill in the art to synthesize 
polynucleotides as generally shown in '186, and specifically at col. 7, lines 34 to 63. See also 
? 098 at col. 4, lines 47 to 64. There are multiple other locations in both documents, but the 
above passages suffice. 

15. Claim 16. Claim 16 depends from claim 13 and further limits the claim to 
subjecting the surface to an oxidizing agent. It would have been obvious to one of ordinary 
skill i n t he a rt t o s ubject t he s urface t o a n o xidizing a gent a s g enerally shown i n ' 1 86, a nd 
specifically at col. 66, line 36 and 43, col. 67, line 2, etc. See also '098 at col. 33, lines 13-33. 
See also '668 at page 41, lines 1 to 5 and the references generally describing the process 
therein. There are multiple other locations in both documents, but the above passages suffice. 

16. Claim 17. Claim 17 depends from claim 13 and further limits the claim to 
subjecting the surface to an agent for removing a protecting group. It would have been 
obvious to one of ordinary skill in the art to subject the surface to an oxidizing agent as 
generally shown in '186, and specifically at col. 66, lines 24 to col. 67, line 2, etc. See also 
'098 at col. 33, lines 13-33. See also '668 at page 41, lines 1 to 5 and the references generally 
describing the process therein. There are multiple other locations in both documents, but the 
above passages suffice. 

17. Claim 18. Claim 18 depends from claim 13 and further limits the flow cells to 
contain at least one inlet and at least one outlet. It would have been obvious to one of ordinary 
skill in the art to have an inlet and an outlet as shown in ! 186 at Figs. 22 A and B and 
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accompanying text at col. 32, lines 22-67 and Figs. 3A and 3B at col. 14, line 57 to col. 15, line 
12. See also '098 at Figs. 6A and 6B and accompanying text at col. 26, line 66 to col. 27, line 
37, at least. Other passages of both '186 and '098 are also pertinent. 

18. Claim 19. Claim 19 is dependent on claim 18 and further limits the method to 
subjecting the fluid exiting the outlet to purification and determining a condition of the fluid to 
thereby direct the fluid to the inlet or a waste container. It would have been obvious to one of 
ordinary skill in the art to perform this process as shown in any of a number of references 
discussed above in relation to claim 10. 

19. Claim 20. Claim 20 depends from claim 13 and further states that the wash and 
reagent solutions are independently directed to the inlet. It would have been obvious to one of 
ordinary skill in the art to have the wash and reagent solutions are independently directed to the 
inlet as shown f 098 at Fig 3 A and B and the accompanying text at col. 14, line 64. 

20. Claim 21. Claim 21 is dependent on claim 13 and further limits the method to 
determining a condition of the fluid exiting the outlet and directing the fluid to the inlet or a 
waste container based on the determination. It would have been obvious to one of ordinary 
skill in the art to analyze the fluid and recycle or discard the fluid based on general process 
considerations as shown in any of a number of references. For example, see the references 
cited above with respect to claim 10. 

21. Claim 22. Claim 22 depends from claim 21 and further states that the fluid is an 
organic solvent. It would have been obvious to one of ordinary skill in the art to have fluid be 
an organic solvent as shown in '186 generally and in the general amino acid and nucleic acid 
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synthesis references, more specifically at Fig. Table 9 (use of Dioxane). See also '098 at col. 
14, line 13, col. 28, lines 10 to 31 and other sections in the patent. Other general peptide and 
nucleic acid synthesis references are found at col. 22, lines 32 to 49 of '098 and col. 58, line 41 
to col. 59, line 4 of '186 and serve to outline the general process steps of these dependent 
claims. 

22. Claim 23. Claim 23 depends from claim 13 and further limits the biopolymers to 
peptides. It would have been obvious to one of ordinary skill in the art to synthesize peptides 
as generally shown in '186, and specifically at col. 7, lines 34 to 63. See also '098 at col. 4, 
lines 47 to 64. There are multiple other locations in both documents, but the above passages 
suffice. 

23. Claim 24. Claim 24 depends from claim 13 and further limits the method to 
synthesizing biopolymers on the surface and dicing the support into individual arrays. It would 
have been obvious to one of ordinary skill in the art to synthesize biopolymers as shown above. 
Regarding the dicing step it would have been obvious to dice a support as shown in '098 at col. 
28, line 55 to col. 47 and the references cited therein, such as PCT application No. 95/33846. 

24. Claim 25. Claim 2 5 d epends from c laim 1 3 and 1 imited b y r equiring that t he 
reagents from the first step are in separate fluid communication with the first flow cell and 
reagents for the record step are in separate fluid communication with the second flow cell. It 
would have been obvious to one of ordinary skill in the art to use separate fluid communication 
to separate flow cells as shown in 1 186 in Figures 22 A and B and '098 in Figures 3 A and B and 
6A. 
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25. Claim 26. Claim 26 depends from claim 13 and further limits the method to 
exposing the array to a sample and reading the array. It would have been obvious to one of 
ordinary skill in the art to exposing a sample to an array as generally shown in '186, and 
specifically at Figs. 39 A-C, col. 3, linesl to 24, and the example at col. 66, line 50 to col. 68, 
line 19. See also '098 at col. 31, line 17 to col. 32, line 5. There are multiple other locations in 
both documents, but the above passages suffice. 

26. Claim 27. Claim 27 depends from claim 13 and further limits the method to 
forwarding data comprising a result obtained from a reading of the array. It would have been 
obvious to one of ordinary skill in the art to forward of result of reading the array as generally 
shown in U.S. Patent No. 6,420,108 at Fig. 3 which shows that data is obtained in step 120, 
formed into an image file in step 124, forwarded to a computer in step 126 for analysis and 
then forwarded to step 128 for mutation analysis. See also col. 4, lines 39 to 45. See also EP 1 
024 200 at paragraph 0072 where it states "Fig. IB depicts the interconnection of computer 
system 10 to remote computers 48, 50, and 52. Fig. IB depicts a network 54 interconnecting 
remote servers 48, 50, and 52. Network interface 46 provides the connection from client 
computer system 10 to network 54. Network 54 can be, e.g., the Internet. Protocols for 
exchanging data via the Internet and other networks are well known. Information identifying 
the polymorphisms described herein can be transmitted across network 54 embedded in signals 
capable of traversing the physical media employed by network 54/' 

27. Claim 28. Claim 28 depends from claim 27 and further limits the method to 
forwarding data to a remote location. It would have been obvious to one of ordinary skill in 
the art to forward of result of reading the array as generally shown in U.S. Patent No. 
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6,420,108 at Fig. 3 which shows that data is obtained in step 120, formed into an image file in 
step 124, forwarded to a computer in step 126 for analysis and then forwarded to step 128 for 
mutation analysis. See also col. 4, lines 39 to 45. See also EP 1 024 200 at paragraph 0072 as 
noted above for claim 27. 

28. Claim 29. Claim 29 depends from claim 26 and further limits the method to 
receiving data comprising a result of an interrogation obtained by the reading of the array. It 
would have been obvious to one of ordinary skill in the art to forward of result of reading the 
array as generally shown in U.S. Patent No. 6,420,108 at Fig. 3 which shows that data is 
obtained in step 120, formed into an image file in step 124, forwarded to a computer in step 
126 for analysis and then forwarded to step 128 for mutation analysis. See also col. 4, lines 39 
to 45. See also EP 1 024 200 at paragraph 0072 as noted above in claim 27. 

37 C.F.R. §1. 607(a)(6) - Applicants Have Satisfied The Requirements of 35 U.S.C. § 135(b) 

In accordance with 37 C.F.R. § 1.607(a)(6), Applicants have complied with the 
requirements of 35 U.S.C. §§135(b)(l) and (2). 

With regard to 35 U.S.C. § 135(b)(1), the '348 patent issued on November 18, 2003 and, 
therefore, Applicants present claims 50-78 with this Request in an amendment filed concurrently 
herewith which is less than one year after the issue date of the f 348 patent. Accordingly, 
Applicants have satisfied the requirements of 35 U.S.C. § 135(b)(1). 
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With regard to 35 U.S.C. § 135(b)(2), the application from which the '348 patent issued 
(USSN 09/896,572) was published on January 2, 2003, i.e., more than one year prior to the date 
on which Applicants presented claims 50-78. See U.S. Published Application No. 
2003/0003222. However, the published independent claims do not have the same claim scope as 
those t hat w ere i ssued o n N ovember 1 8, 2 003. For e xample, t he p ublished c laims h ave n ew 
limitations that were required under 35 USC §§1 12, 102, and 103 as shown below. 



The text of the independent, and some dependent, clains below is highlighted to show 
amendments made for purposes related to 35 USC § 112 and 103. The underlined text was 
added to address § 1 12 rejections and the bolded text addresses the prior art. 



'348 issued patent claims 


Amendments to Secure Allowance 


1. A method for synthesizing an array of 

chemical compounds on the surface of a 

support, said method comprising: 

fa) contacting a surface of said support with a 

fluid reagent for synthesizing said chemical 

compounds, 


Amended to comply with 35 U.S.C. § 112 in 
Amendment dated 12/4/2002 (Exhibit 1) 


(b) mounting said support in a chamber of a 
flow cell and subjecting said surface to one 
step of said synthesis and 


Added to overcome Kedar ref. in the 
Examiner's Amendment dated 3/07/2003 
(Exhibit 2) 


(c) mounting said support in a chamber of 
another flow cell and subjecting said surface 
to another step of said synthesis 


Added to overcome Kedar ref. in the 
Examiner's Amendment dated 3/07/2003 
(Exhibit 2) 


wherein (a)-fc) are repeated until said array of 
chemical compounds is synthesized on said 


Amended to comply with 35 USC §§112 and 
103, the text in bold shows amendments to 
overcome Ellman reference in Amendment 
dated 12/4/2002 (Exhibit 1) 


surface and wherein each of said flow cells 
comprises a housing with a chamber and an 
inlet and an outlet for introduction and 
removal of fluids in the chamber in which 
the support is mounted 


wherein said support is selected from the 
group consisting of a strip, a plate or a flat 
glass 


Added to overcome Kedar ref. in the 
Examiner's amendment dated 3/07/2003 
(Exhibit 2) 
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'348 issued patent claims 


Amendments to Secure Allowance 


2. A method according to claim 1 further 
comprising mounting said support after step 
(c) of said synthesis into a chamber of another 
flow cell and subjecting said surface to 
another step of said synthesis. 


Added to overcome Kedar ref. in the 
Examiner's amendment dated 3/07/2003 
(Exhibit 2) 


3. A method according to claim 1 wherein 
said synthesis comprises "n" number of steps 
including (b) and (c) and said method 


Amended to comply with 35 U.S.C. §112 in 
Amendment dated 12/4/2002 (Exhibit 1) 


comprises i ndependently m ounting a s upport 
into a chamber of one of "n" number of flow 
cells and subjecting said surface to a different 
step of said synthesis in each of said flow 
cells. 


4. A method according to claim 1 wherein 
reagents for step (b) of said synthesis are in 
fluid communication with said how cell of 
step (b) and reagents for step (c) of said 
synthesis are in fluid communication with 
said flow cell of step (c) and wherein the fluid 
communication of the flow cell of step fb) is 
separate from the fluid communication of the 


Amended to comply with 35 USC §112 in 
Amendment dated 12/4/2002 (Exhibit 1) 


flow cell of step fc). 


13. A method for synthesizing an array of 
biopolymers on the surface of a support 
wherein said synthesis comprises a plurality 
of monomer additions, said method 
comprising: 

(a) depositing droplets of monomer 
addition reagents on a surface of said 
support 

(b) p lacing s aid s upport i nto a c hamber o f a 
flow cell and subjecting said surface to a step 
of said synthesis that is subsequent to a 
monomer addition and 


Amended in Amendment dated 12/4/2002 
(Exhibit 1) 
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'348 issued patent claims 


Amendments to Secure Allowance 


(c) placing said support into a chamber of 
another flow cell and subjecting said surface 
to another step of said synthesis that is 
subsequent to step (b) wherein said steps are 
repeated until said array of biopolvmers is 


Amended to comply with 35 USC §§112 and 
103, the text in bold shows amendments to 
overcome Ellman reference in Amendment 
dated 12/4/2002 (Exhibit 1) 


synthesized on said surface and wherein each 
of said flow cells comprises a housing with a 
chamber and an inlet and an outlet for 
introduction and removal of fluids in the 
chamber in which the support is placed and 
wherein s aid flow c ell o f f b)i s d edicated t o 
said step (b) and said flow cell of fc) is 
dedicated to step fc). 



The above chart shows that the claims were substantially amended during prosecution for 
reasons related to 35 U.S.C. §§102, 103 and 112. Claims 3,4, 13-29, 22, 26-29, 27 and 29 were 
rejected for indefiniteness under 35 USC §112. The examiner made various statements 
regarding claim clarity and Bass et al. revised their claims to obtain allowable subject matter in 
view of those rejections. 

Also, substantial amendments were made to overcome at least two references. Bass 
made several statements that the amendments in the independent claims were made in order to 
overcome the Ellman and Kedar references. See page 8, last paragraph in the 102 discussion for 
the statement that justifies the inclusion of the language above to claims 1 and 13 regarding flow 
cell structure: 

Without in any way acquiescing in the argument of the Examiner with respect to 
the relevance of Ellman's disclosure of pins and containers fro reagents, Applicant 
submits that the claims as amended obviate this ground of rejection. The claims now 
recite that the flow cells comprise a housing with a chamber in which the support is 
placed. 
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These limitations were not present in the originally published claim set and were required 
to define over the art. 

Also, Bass amended claim 13 to include a limitation that was not present in the original 
claim set which substantially narrows the scope of the claim. It is shown in the chart above and 
is as follows: "depositing droplets of monomer addition reagents on a surface of said support". 
This limit renders the claim substantially different from published claim 13. Other limitations 
that were required by the Examiner to overcome prior art references are not in this claim as it 
seems that this limitation was introduced in place of those other limitations. For example, claim 
1 has the limitation "wherein said support is selected from the group consisting of a strip, a plate 
or a flat glass". This limitation was added to overcome Kedar ref. in the Examiner's amendment 
dated 3/07/2003, but is not present in claim 13. This would imply that the "depositing droplet" 
limit was made in place of the amendment to overcome Kedar. Otherwise, the claim would be 
invalid as shown below. Additionally, "placing" still remains in the claim and was not replaced 
by "mounting". This limit was required to overcome the teaching of Kedar as shown below in 
the Examiner's statement. 

Additionally, see the language in the Examiner's interview and her Examiner's 
amendment and reasons for allowance which state: 

Mr. Leitereg contacted the examiner to discuss the amendments which were 
suggested by the examiner to Mr. Stewart on 29 January i.e. in claim 1, limiting the 
support to a strip, a plate of flat glass and replacing "placing, into" of steps b and c with 
"mounting in". Mr. Leitereg stated that he had reviewed the Kedar reference and agreed 
that the Kedar method is drawn to synthesis on beads. The examiner further explained 
reasons for amending claim 1 to limit the support and the method of "placing", those 
reasons being that both amendments are required to overcome the teaching of Kedar 
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wherein beads are placed into a chamber of a flow cell and without both amendments, 
the instant claims would be obvious over Kedar. 

Mr. Leitereg suggested that claim 1 be amended to limit the support to a "flat" 
support instead of the "strip. Plate, or flat glass" a s s uggested b y the examiner. The 
examiner stated that "flat" support is a much broader description of the support that that 
provide by the specification. The examiner explained that pages 6-7 of the specification 
recites a long list of possible supports, but the list does not teach or describe the genus 
encompassed by the phase "flat support" Instead, the list on pages 6-7 includes 
numerous support compositions and shapes but the only supports described in the 
speciation which are not encompassed by the Kedar beads are the strip, plate and flat 
glass. 

Mr. Leitereg and the examiner discussed the method steps which recite "placing 
said support into a chamber of the flow cell". The examiner sated that "placing" is a 
very broad term encompassing non-specific placement of the support into a chamber 
and Kedar places the beads supports into chambers of flow cell (e.g. Column 62, lines 
17-65). The examiner stated that the instant invention, as described in the specification, 
differs from the Kedar reference by "mounting the support in the chamber of the flow 
cell" (page 14). Mr. Leitereg suggested that the claim be amended to limited the 
"placing" by language describing insertion of the support into the chamber through an 
opening independent of the inlet and outlet ports, the passengers cited not described 
such an opening. The examiner pointed to pages 16 and 22 for a teaching of a means 
(i.e. transfer robot) for transferring the supports from one flow cell chamber to another. 
The examiner suggested that claim 1 be amended to either replace "placing into" with 
"mounting in" or to insert limitations of a placing the support using a transfer robot. 

The Examiner stated in the reasons for allowance that the new amendments to the claims 
overcame Kedar: 

Kedar (U.S. Patent No. 6,165,778 issued 26 December 2000) teaches a method 
of synthesis comprising moving a plurality of beads in suspension into and out of 
reaction chamber for sequential additional of monomers onto the beads to thereby 
synthesis polymers on the beads (Abstract). Kedar specifically teaches the method is 
drawn to synthesis on beads in suspension. However, Kedar does not teach or suggested 
the suspended supports are comprises a strip, plate or flat glass nor does Kedar teach 
that the suspended supports are mounted in the reaction chamber as instantly claimed. 
As such, the prior art of record does not teach or suggest the instantly claimed invention 

These amendments resulted from the Response dated 12/4/2002 and a subsequent 
Examiner's amendment dated 3/07/2003. Accordingly, the published application claims do not 
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define the same or substantially the same invention as Applicants' claims 50-78 and, therefore, 
the published application claims do not raise a bar against Applicants' claims under 35 U.S.C. 
§135(b)(2). 

In view of the above, Applicants have complied with the requirements of 35 U.S.C. 
5135(b). 

Benefit of Earlier Filed Application 

For the purpose of the requested interference, Applicants are entitled to the benefit of the 
April 17, 1996, filing date of USSN 08/634,053, now U.S. Patent No. 5,959,098, which 
constitutes a constructive reduction to practice of an embodiment within the scope of the 
proposed count. The undersigned hereby certifies that the specification of the instant application 
is substantially identical to the specification of the f 053 application. The specification of the '053 
application constitutes a constructive reduction to practice of subject matter within the scope of 
the proposed count, as reflected in the Table below: 



Applicants 9 claims 


Support in Applicants' present 
specification 


50. A method for synthesizing an array of 
chemical compounds on the surface of a 
support, said method comprising: 


Page 2, lines 17-34; page 9, lines 7-22. 


(a) contacting a surface of said support with a 
fluid reagent for synthesizing said chemical 
compounds, 


Page 9, lines 27-29; Figs. 3B, 4A, 4B, 
6A and 6B; page 27, line 27 to page 
28, line 16. 


(b) mounting said support in a chamber of a 
flow cell and subjecting said surface to one step 
of said synthesis and 


Page 9, line 33 to page 10, line 4. 
Page 24, line 13 to page 29, line 13. 
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(c) mounting said support in a chamber of 
another flow cell and subjecting said surface to 
another step of said synthesis wherein (a)-(c) 
are repeated until said array of chemical 
compounds is synthesized on said surface and 
wherein each of said flow cells comprises a 
housing with a chamber and an inlet and an 
outlet for introduction and removal of fluids in 
the chamber in which the support is mounted 
wherein said support is selected from the group 
consisting of a strip, a plate or a flat glass. 


Page 9, line 27 to page 10, line 4. 
Page 46, line 4- 30. 

Page 26, line 28-30. 
Page 27, lines 13-21. 
Page 11, lines 14-35. 


73. A method for synthesizing an array of 
chemical compounds on the surface of a 
support, said method comprising: 


Page 2, lines 17-34; page 9, lines 7-22. 


(a) contacting a surface of said support with a 
fluid reagent for synthesizing said chemical 
compounds, 


Page 9, lines 27-29; Figs. 3B, 4A, 4B, 
6A and 6B; page 27, line 27 to page 
28, line 16. 


(b) placing said support in a chamber and 
subjecting said surface to one step of said 
synthesis and 


Page 9, line 33 to pagelO, line 4. 
Page 24, line 13 to page 29, line 13. 


(c) placing said support in another reaction 
chamber and subjected said surface to another 
step of said surface to another step of said 
synthesis wherein (a)-(c) are repeated until said 
array of chemical compounds is synthesized on 
said surface and wherein each of said reaction 
chambers comprises an inlet and an outlet for 
introduction and removal of fluids in the 
chamber in which the support is placed wherein 
said support is selected from the group 
consisting of a strip, a plate or a flat glass. 


Page 9, line 27 to page 10, line 4. 
Page 46, line 4- 30. 

Page 26, line 28-30. 
Page 27, lines 13-21. 
Page 11, lines 14-35. 



37 C.F.R. SS 1.601(m) and 1.608(b) 

37 C.F.R. § 1.601(m) provides that a senior party in an interference is the party with the 
earliest effective filing date as to the count. 

As noted, Applicants' present disclosure is entitled to the benefit of a filing date of April 
17, 1996, filing date of USSN 08/634,053. In comparison, the earliest possible effective filing 
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date to which the ? 348 patent could be accorded benefit appears to be June 29, 2001, i.e., the 
filing date of USSN 09/896,572. Therefore, Applicants have an effective filing date over 5 
years prior to the earliest possible effective filing date of the 348 patent. 

In accordance with the provisions of 37 C.F.R. § 1.601(m), Applicants should be 
designated the Senior Party in the requested interference. 

In view of Applicants' earlier effective filing date with respect to the 348 patent, no 
showing under 37 C.F.R. § 1.608(b) is required. 



37 C.F.R. §1. 607(b) - Request to Proceed with Special Dispatch 

In accordance with 37 C.F.R. § 1.607(b), Applicants request that the Examiner proceed with 
special dispatch in declaring the requested interference. 



Affymetrix, Inc. 
Legal Department 
3380 Central Expressway 
Santa Clara, CA 95051 
(408) 731-5000 (phone) 
(408) 481-4709 (fax) 



Respectfully submitted, 
AFFYMETRIX, INC. 
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The patent term adjustment to date is 0 days If (he issue fee is paid on the date that is three months after the mailing 
date of this notice and the patent issues on the Tuesday before the dale that is 28 weeks (six and a half months) after 
the moiling date of this notice, the term adjustment will be 0 days 

if a continued prosecution application (CPA) was filed in the above-identified application, the filing dale that 
determines patent term adjustment is the filing dale of 'the most recent CPA 
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Patent Legal Administration at (703)305-1383 
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Notice of Fee Increase on January 1, 2003 

If a reply to a "Notice of Allowance and Fcc(s) Dud" is filed in the Office on or afier January 1, 2003, then the 
amount due will be higher than that set forth In the "Notice of Allowance and Fee(s) Due" since there will be an increase 
in fees effective on January i , 2003. See Rcvir.tnn q£ Pntcnt nrut Trademark Fees for Fiscal Year Final Rule, 67 Fed 
Reg 70847, 70849 (November 27. 2002) 

The current fee schedule is accessible from: ji<tnr//wvvw,usntn,(!nv/main/hnwtofees,bim. 

If the issue Tee paid is lite amount shown on the "Notice of Allowance and Fcc(s) Due," but not the correct amount 
in view of the fee increase, a 'Notice to Fay Balance of Issue Fee" will be mailed to applicant in order to avoid 
processing delays associated with mailing of a "Notice to Pay Balance of Issue Fee," if the response to (he Notice of 
Allowance and Fcc(s) due' form is to be filed on or afier January 1, 2003 (or mailed with a ccnificatc of mailing on or 
aficr January 1, 2003), the issue fee paid should be the fee that is required at the time the fee is paid If the Issue fee was 
previously paid, and the response to the "Notice of Allowance and Fce(s) Due" includes a request to apply a 
previously-paid issue fee to the issue fee now due, then the difference between the issue fee amount at the time the 
response is filed and the previously paid issue fee should be paid £e& Manual of Patent Examining Procedure Section 
1308 01 (Eighth Edition, August 2001 ) 

Questions relating to issue and publication fee payments should be directed to the Customer Service Center 
of die Office of Patent Publication at (703) 305-8283 
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Application No 


Applicant^) 


Notice of Allowability 


09/898,572 


BASS ET AL 


Exarnlnor 


Art Unit 






BJ Forman 


1634 





- Tho MAILING DATE of this communtcoUon oppoars 'on /no cover shoot with tho corrcspondonco adrfross- 
All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED In this application If not Inctudod 
herewith (or previously mailed), a NoUce of Allowance (PTOL-85) or other appropriate communication will be mailed In due course THIS 
NOTICE OF ALLOWABILITY 15 NOT A GRANT OF PATENT RIGHTS, This oppttcollon Is subject to withdrawal from Issue at tho Wllative 
of the Office or upon petition by the applicant Soe 37 CFR 1 3 1 3 end MPEP 1 308 

1 (SQ This communication Is responsive to Amendment A. fileri 4 December 2002 nnd Examines amendment!: 

2 {*) The allowed dalmfsHu/aro 1-29 

3 (x) Tho drawings filed on 16 -January 2002 are accepted by the Exarnlnor 

4 □ Acknowledgment Is mado of a claim lor foreign priority under 35 U S C § 1 10(o)-(d) or {0 

a)0 All b)DSomo* c)CJNone oflho: 

1 □ CorUfled copies of the priority documents havo been received 

2 D Certified copies of the priority documents have been received In Application No 

3 0 Copies of the certified copies of the priority documents have been received In this national stage application from the 

International Bureau (PCT Rule 17 2(a)) 
• Cortlfied copies not received: 

5 □ Acknowledgment Is made of a claim for domestic priority Under 35 U S C § 1 19(e) (to a provisional application) 

(a) □ Tho translation of the foreign languago provisional application has been received 

6 □ Acknowledgment is made of a datm for domestic priority under 35 U S C §§ 120 and/or 121 

Applicant has THREE MONTHS FROM THE "MAILING DATE" of this communication to file a reply complying with the requirements noted 
below , Felfure to timely comply will result In ABANDONMENT of this application THIS THREE-MONTH PERIOD IS NOT EXTENDABLE 

7. □ A SUBSTITUTE OATH OR DECLARATION must be submitted. Note the attached EXAMINER S AMENDMENT or NOTICE OF 
INFORMAL PATENT APPLICATION (PTO-152) which gives reason(s) why the oalh or declaration Is deficient 

8 Q CORRECTED DRAWINGS must be submitted 

(a) □ Including changes required by the Notice of Oransperaono Patent Drawing Review ( PTO.94B) attached 

1)Dhereloor2)D lo Paper No . 

(b) D Including changes required by tho proposed drawing correction fifed which has been approved by Ihe Examiner 

(c) □ Including changes required by the attached Examiner's Amendment / Comment or In tho Oiflco acuon of Paper No 

Identifying indicia such as tho application number {sao 37 CFR 1 04(c)) should be wrltton on tho drawings In tho top margin (not tho back) 
of each flhool Tho drawlnns should bo tltod as o soparato paper with a transmittal loltor oridro&sed to tho Official Droibporson 

9. □ DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL musl be submitted Note tho 
attached Examiner's comma nt regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL 

Attachment's) 

1® NoUco of References Cited (PTO-Q92) 2D Notice of Informal Patent Application (PTO- 152) 

3D Notico of Draftporeon's Patent Drawing Review (PTO-94 ft) 40 Interview Summary (PTCM 13). Paper No I /) iu 

5D WormaUon Disclosure Statements (PTO-1440), Papor No 60 Examiner's AmondmonUCommenl ' ' 1 

7D Examiner's Common! Regarding Requirement for Deposit 80 Examiner's Statement of Reasons for Allowance 
ol Biological Material Other 
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AppHcatton/Control Number 09/896,572 

Art Unit: 1634 PaBc 2 

Notice of Allowance 



' This action is in response to amendments fled 4 December 2002 and further 
amendments discussed durin B interviews between the Examiner and Mr Stewart and Mr 
Le.tereg durin B Una period ^ 29 . 31 Thc previou3 fa ^ ^ ^ ^ 

PaperNo 7 dated S September 2002 are withdrawn in view of the amendments Further 
amendments to the Cairns suggeated by the examiner and approved by Mr leitcreg are 
detaiied beiow The additional amendment, place thc chums in condition for aliowance 
Claims 1-29 are in condition for allowance 



EXAMINER'S AMENDMENT 



2 An examiner', amendment to thc record appear, beiow Shouiti the changes a^/or 
addition, be unacceptabie to app.ican, « amendment may be fiied as provided by 37 CFR 
« 3.2 To ensure consideration of such an amendment, it MUST be submitted no iater than the 
payment of the issue fee 



Renumber Cairns 19. 20 and 2, as Claims 2i. I9 and 20 respectiveiy (37 C F R 
1 126 and MPEP 608 01 (j) and 608 01 (n) IV) 



Application/Control Number: 09/896,572 Page 3 

Art Unit: 1634 

3 Authorization Tor this examiner's amendment was given in a telephone interview with 
Mr Theodore Leitereg on 30 January 2003 and 31 January 2003 

The application has been amended as follows: 

a In Claim I, step (b), replace "placing" with - mounting — 

b In Claim i t step {b}, replace "into'* with - in — 

c In Claim I, step (c), replace "placing" with - mounting— 

d In Claim L, step (c). replace "into" with - in - 

e In Claim 1, in the last line of the claim, replace "placed" with - mounted - 
f In Claim 1 ( before the period add, — wherein said support is selected from the group 
consisting of a strip, a plate or a flat glass — 

g In Claim 2, line I, replace "placing" with - mounting — 
h In Claim 3, line 2, replace "placing" with - mounting - 



REASONS FOR ALLOWANCE 

4 The following Is an examiner's statement of reasons for allowance: 

The claims arc drawn to a method for synthesizing on array of chemical compounds 
and/or biopolymers The method comprises mounting a support in a flow cell and subjecting 
the support surface to pne step of synthesis, mounting the support in another flow cell and 
subjecting the support surface to another step of synthesis and repeating the above steps to 
synthesize the array wherein the support is cither a strip, a plate or a Oat glass and wherein 
the flow cell comprises a housing with a chamber and an inlet and an outlet In another 
embodiment the claims are drawn to a first step of depositing droplets of monomer addition 
reagents onto the surface of the support 



Application/Control Number: 09/896,572 Page 4 

Art Unit: 163*1 

Kedar{US Patent No 6,165,778, icsucd 26 December 2 000) teaches a method of 
synthesis comprising moving a plurality of beads in suspension into and out of reaction 
chambers for sequential addition of monomers onto the beads to thereby synthesize polymers 
on the beads (Abstract) Kcdar specifically teaches the method ia drawn to synthesis on 
beads in suspension. However, Kedar does not teach or suggest the suspended support 
comprises a strip, plate or flat glass nor does Kedar teach that the suspended supports are 
mounted in the reaction chamber as instantly claimed As such, the prior art of record docs 
not teach or suggest the instantly claimed invention 



5 Any comments considered necessary by applicant must be submitted no later than the 
payment of the issue fee and, to avoid processing delays, should preferably accompany the 
issue fee Such submissions should be clearly labeled "Comments on Statement of Reasons for 
Allowance * 



Conclusion 

6 Claims 1-29 are allowed 

7 Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to &J Formnn whose telephone number is (703) 306-5876 The examiner con normally be 
reached on 6:30 TO 4:00 

If attempts to reach the examiner by telephone are unsuccessful the examiner's supervisor. Gary 
Jones can be reached on (703) 300- 11 52 The fax phone numbers for the organization where this 
application ar proceeding is assigned arc (703) 308- < t2 t 12 for regular communications and (703) 308-872*1 
for After Final communications 
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Any Inquiry of a general nature or relating to ihe status or this application or proceeding should 
be directed to the receptionist whose telephone number is (703) 30B-0196 

BJ Forman, Ph D 
Patent Examiner 
Art Unit: 163*1 
January 31, 2003 



12/04/02 WED 00:30 FAX Ou,OOU80a 



Theodore j unnnitu 



an „ PATENTS 
Attorney Docket No- 10004187- 

In re Patent Application: 09/896,572 
Ja/K Bass.efe/ 
June 29 t 2001 

METHODS FOR MANUFACTURING ARRAYS 



©oo 

ZD 



no! 



Inventors: 
Red: 
Title: 



Group Art Unit 1634 
Examiner B. J Forman 



Box Non-fee Amendment 
Assistant Commissioner for Patents 
Washington, D C 20231 



Sir: 



Thrs Is responsive to the Office Action dated September 5 imo < * 



In Ihe Claims 
Please 



anjed 



nd the claims as follows: 



* ft. JalT^ ^ me,h ° d fW Syn ' heS,2 ' nS a " 0f *— • 
Ihe surface of a support, said malhodcGmprtelno: 
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Request for Declaration of Interference 
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(a) contacting a surface of said support with a fluid reagent for synthesiz ng 
said chemica! compounds,. 

(b) pteelng^said support 4ttlc^a chamber of a flow ceil and subjecting spid 
surface to one step of saidsynlhesls and 

(c) plaetofj^atd support Irrto^a chamber of another flow cell and subject ng 
said surface to another step of said synthesis 

wherein (a) - (c) are repeated until said array of chemlcai compounds is synthesized! on 
said surface and wherein each of said flow cells comprises a housing with a champer 



and an inlet and an outlet for introduction and removal of fluids in the chamber in whjch 



Ihe support is.pteee^ ' — ^ *u^om • * s^vxt^ *\ 

2 (amended) A method according to Claim 1 further comprising placjgg^ al( 



support after step (c) of said synthesis into a chamber of another flow cell 
subjecting said surface to another step of said synthesis 



and 



3 (amended) VV method according to Claim t wherein said preparing of sjaid 
surface for the next step of said contacting comprises "n* number of steps and s aid 
method comprises independently placing a support into a chamber of one of V num aer 
of flow ceils and subjecting said surface to a different step of said synthesis in eacn of 
said flow cells 



4 (amended) A memod according to Claim 1 wherein reagents for step (a> 
said synthesis are In fluid communication with said flow cell of step (a) and reagents 
step (b) of said synthesis are\in fluid communication with said flow cell of step (b) 
wherein the fluid communication of the flow cell of step (a) is separate from the 
communication of the flow cell o\step (b) 



5 (amended) A method according io Claim 1 wherein at least one of said sijsps 
of said synthesis comprises washing said surface. 



©005 



of 
for 
md 
fuid 



Rdttrvcd from < nmcmn » it izwn 11:0*4 am [BBstim cundardTimij 



' 1 2/0 4/02 WED 00;4O FAX 00*0611808 TTTEODGRE J LElTEHEu 

- 

U S Serial No 09/896.572 AUorney Docket No. 10004187-1 

13 (amended) A method for synthesizing an array of biopolymers on 
surface of a support wherein said synthestB comprises a plurality of monomer additto 

\ \y eofH mothnri rnmnnQlnn 1 

* (a) depositing droplets of monomer addition reagents on a surface of s 
support, 

(b) placing said support Into a chamber of a (low cell and subjecting s 
surface to a step of said synthesis that is subsequent to a monomer addition and 

(c) placing said support into a chamber of another flow cell and subjec 
bdiu ourtdtc vj diiuumr biep ui adia syntnesis uiBi is subsequent io step \o) 
wherein said steps are repealed until said array of biopolymers Is synthesized on s 
surface and wherein each of said flow cells comprises a housing with a chamber and 
Inlet and an outlet for Introduction and removal of fluids In the chamber In whfrh 
support Is placed and wherein said flow cell of (b) is dedicated to said step (b) and e 
flow cell of (c) Is dedicated to step (c) 

— ) (amended) A method according to Claim 13 wherein each of said steps 
Cpti 1 land (b) comprises a wash. V 


©000 
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16. (amended) A method according to Claim 13 wherein Btep (b) compri 
j^) subjecting sard surface to an oxidizing agent 

17. (amended) A method according to Claim 13 wherein step (c) compri 
subjecting said surface to an agent for removing a protecting group. 


;es 
>es 


n 22. (amended) A method according to Claim t£ wherein said fluid Is an org; 
solvent 


inlc 


rf) 27. (amended) A method according to claim 26 comprising forwarding data 
comprising a result obtained from a reading of the array. 
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29 (amended) A method according to claim 26 comprising receiving data 
comprising a result of an Interrogation obtained by the reading of the array. 



Office 



ClaimB 30-49 were withdrawn from consideration In the aforementioned 
Action. Please cancer Claims 3<M9 without prejudice to Applicant's filing of one 
more divisional applications to the subject matter of Claims 30-49. 



or 



REMARKS 

Applicants request reconsideration of their application In view of the foregoing 
amendments and the discussion that follows. The status of the claims as of 
response Is as folfows: Claims 1-29 are pending in the above-mentioned patent 
application. Claims 30-49 were withdrawn from consideration In the aforementioned 
Office Action and have been canceled herein without prejudice to Applicant's fillnc 
one or more divisional applications to the subject matter of claims 30-49, Claims 1 , : 
13, 14, 16, 17, 22, 27 and 29 have been amended herein 

Attached hereto is a marked-up version of the changes made to the speclficajfon 
and the claims by the current amendment The attached page is captioned ' VERSION 



of 

-5, 



WITH MARKINGS TO SHOW CHANGES MADE." Although not required, also attached 
hereto Is a "C^EAN COPY OF CURRFNT VERSION OF PENDING CLAIMS ■ 

The Amendment 

Claim 1 was amended to recite that the method comprises contacting a surf ice 
of said support with a fluid reagent for synthesizing said chemical compounds Claim 1 
also recites that the steps (a) - (c) are repeated until said array of chemical compou ids 
l3 synthesized on said surface Support therefor is In the Specification, for exam >!e, 
page 7, lines 18-20, page 4, line 12, page 5, line 6, and page 14, lines 8-14 . Claim 1 
now recites that each of the flow cells comprises a housing with a chamber and an i ilet 
and an outlet for Introduction and removal of fluids in the chamber in which the sup iort 
is placed. Support therefor Is In the SpeciflcaUon, for example, page 14, lines 20-29 

Claim 2 was amended to provide proper reference back to the base claim 
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Of 



Claim 3 was amended to recite that the V number of steps includes (b) and (c ) 
Support therefor is in the Specification, for example, original Claim 3 and page 4, line > 
12-14 

Claim 4 was amended to recite that the fluid communication of the flow eel! 
step (b) l9 separate from Ihe fluid communication of the flow ceil of step (c). Supf ort 
therefor is in the Specification, for example, original Claim 4 

Claim 5 was amended to recile that at least one of said steps of said synthesis 
comprises washing said surface. 

Claim 13 was amended to raclte that the method comprises depositing droplsts 
of monomer addition reagents on a surface of the support and to recite that the sU ips 
(a) - (c) are repeated uniJJ the array of blopolymers is synthesized on the surface 
Support therefor Is In the Specification, for example, page 7, lines 18-20, page 4, 
12, page 5, line 6, and page 14, lines B-14. Claim 13 was also amended to recite 
each of the flow cells comprises a housing with a chamber and an inlet and an outlet 
introduction and removal of fluids in the chamber In which the support is pfac ad. 
Support therefor is In the Specification, for example, page 14, lines 20-29. Claim 1 1 Iso 
recites that the flow cell of (b) is dedicated to step (b) and the flow cell of step (c 
dedicated to step (c). Support therefor Is in the Specification, for example, page 
lines 16-18. 

Claim 14 was amended to refer to each of steps (a) and (b) Support therefejr is 
in the Specification, for example, original Claim 14. 

Claims 16 and 17 were amended to provide proper reference back to Ihe b{jse 

claim 

Claim 22 was amended to change its dependency to Claim 19. 

Claim 27 was amended to recite comprising Support therefor is In 
Specification, for example, original Claim 27. 

Claim 29 was amended to recite comprising Support therefor is in 
Specification, for example, original Claim 29. 
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Information Disclosure Statement 

Applicant acknowledges the Examiner's Indication that the references 
Applicant's PTO 1449 were reviewed and considered. 



Ralectlon under 35 U.S.C. $1 12 

Claims 1-29 were rejected under the second paragraph of the above code 
section as being Indefinite, asserts the Examiner, for failure to particularly point out ?nd 
distinctly claim the subject matter that applicant regards as the Invention. 

The Examiner contends that Claims M2 are indefinite in Claim 1 because [ihe 
claim Is drawn to a method for synthesizing an anay of chemical compounds but the 
claim does not recite method steps of array synthesis or chemical compounds Claim t 
was amended to recite positive and active method steps for synthesizing an array of 
chemical compounds, thus obviating this particular ground of rejection 

Applicant submits that the above amendment to Claim 3 obviates the rejectioji of 
Claim 3 under the above code section 

Applicant believes that the amendment to Claim 4 obviates the rejection of Cl^lm 
4 under the above code section. 

The Examiner contends that Claims 13-29 are indefinite In Claim 13 because the 
claim is drawn to a method for synthesizing an array of blopolymers but the claim d :es 
not recite method steps of array synthesis or blopolymers. Applicant submits that the 
amendments to Claim 13 reciting positive and active method steps obviate this gro jnd 
of rejection 

Claim 22 was amended to provide proper antecedent basis, thereby obviating the 
rejection of Claim 22 under the above code section 

The rejection of Claims 26-29 Is overcome by the amendments to Claim 13, 
which cleariy recite that the method steps are repeated until the array is formed Ti|us f 
Claim 13 provides proper antecedent basis for Claims 26-29 

Applicant submits that the amendments to Claims 27 and 29 obviate IhB rejection 
of those claims under the above code section. 
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Refection under 35 U.S.C. S1Q2 

Claims 1*9, 12-18, 21-23 and 25-26 were rejected under 35 D S C 102(e) as 
being anticipated by Bass, 0/ at (US. Paten. No 6,440,669 Bt, filed 10 Novemiar 
1999) (Bass). 

Bass discloses methods, devices and apparatus (or carrying out muJtiale 
chemical reactions such as in situ synthesis of polynucleotides on a surface compris ng 
an array of discrete sites. Molecules are deposited at a predetermined number of 
discrete sites on 1he surface for reaction Bt the discrete sites. The surface Is posirJoi ed 
relative to an outlet of a fluid ejection device, which is activated to dispense a sr iall 
volume of a fluid through the outlet to the surface to provide uniform coating of a 
continuQous region of the surface comprising a multiple of the discrete sites The flul< I is 
dispensed as uniform particles having a diameter such that the uniform particles fori n a 
sheet to coat thB continuous region of the surface. 

The Examiner asserts that Bass discloses a method for synthesizing an array of 
chemical compounds wherein at least two of the steps are carried out by piacin j a 
support having a surface Into a chamber of a flow cell and subjecting the surface to one 
step of the synthesis and placing the support into a chamber of another flow ceil and 
subjecting the surface to another step of the synthesis. The Examiner cites column 16, 
lines 7-63, in support of the above assertion. 

Applicant respectfully traverses the above ground of rejection. In the disclosure 
at the cited text, Bass merely moves a support from one linear stage to another linear 
stage within the apparatus The linear stages are supported by respective platfor ns 
The Examiner has not pointed to any disclosure of flow cells At the text referred tc by 
the Examiner, phosphoramldite reagents are deposited at linear stage 39 of platform 32. 
The substrate wafer 36 Is then moved to linear stage 41 of platform 33, where an 
ultrasonic fluid ejection device Is activated to dispense a liquid reagent that compri see 
an oxidizing reagent to uniformly coat the surface (column 16, lines 14-20) Bass 
indicates that additional steps (n the synthesis of an array are carried out at platforrr 33 
of apparatus 30. Ultrasonic fluid ejection is employed to dispense a wash liquid, a 
deblocking reagent (column 16, lines 43-46), and a wash liquid (column 16, lines 33- 
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As mentioned above, the Examiner has not pointed to any disclosure In Bass 
indicating Lhe Bass uses flow cetfs as part of his method At column 7, tines 19-22. Bass 
distinguishes his invention from the use of flow cells Bass indicates that his metl od 
produces a thinner layer of liquid deposited on a surface than that produced by ppor 
methods such as flow cell assembly. 

Another point to be mentioned is that Bass performs multiple steps at one linear 
stage. On the other hand, in the present Invention, the step (b) is carried out 
different flow cell than step (c). 

With regard to the Examiner's rejection of Claims 2-12, which depend from 
1, the same confusion appears to exist between the linear stages and platforms of 
and the flow cells of the present Invention The disclosure of Bass relates to 
stages and not to flow cells. As mentioned above, Bass distinguishes his method 
that of flow cei! assembly . 

The aforementioned arguments apply with equal weight to the rejection of Cia 
13-18. 21-23 end 25 26 

Claims 1-9, 13, 14, 16-18, 21-23 and 25-26 were rejected under 35 U 
102(b) as being anticipated by Ellman (U. S. Patent No- 5,288,514, issued 22 Feba 
1994)(E!!man) 

Ellman discloses methods, compositions and devices for synthesis 
therapeutically useful compounds. Without fn any way acquiescing in the argumen t 
the Examiner with respect to the relevance of EHman's disclosure of pins and contalr 
for reagents, Applicant submits that the claims as amended obviate this grounc 
rejection . The claims now recite that the flow cells comprise a housing with a charr 
and a fluid Inlet and a fluid outlet for flowing fluids Into and through the chambe r 
which the support Is placed 



Rejection under 35 U.S.C. 5103 

Claims 1-9 12-18, 21-23 and 25 were rejected under 35 U SC 103(a 
obvious over Stanchard WO/98/41531, published 24 September 1998) (Blanchajrd) 
Blanchard discloses a method of oligonucleotide synthesis consisting of coupling a 
nucleotide to a second nucleotide in a high surface tension solvent Blanchard felso 
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discloses rnicrodroptels of a solution comprising a solvent having a specified boll ng 
point The microdroplets may db employed for the synthesis of chemical species such 
as blopolymers 

The Examiner contends that BlBnchard teaches a method for synthesizing an 
array of chemical compounds on the surface of a support wherein the synlhe sis 
comprises a plurality of steps. The Examiner asserts that Blanchard's method 
comprises at least two of (he steps being performed by placing a support having a 
surface into a chamber of a flow cell and subjecting the surface to one step of the 
synthesis and placing (he support into a chamber of another flow cell and subjecting Ihe 
surface to another step of synthesis. 

Applicant submits that Blanchard makes no disclosure or suggestion of 
employing flow cells in the manner employed in Applicant's invention Blanchard 
discloses nothing more than the known technique of using onB flow cell to carry out 
multiple processing steps. At page 58, lines 1-12, Blanchard Indicates that after a print 
head cycle, the substrate is moved from the print head assembly to flow cell 30, wr Ich 
treats the substrate by exposing It to selective fluids In order to rinse off unconnec led 
monomers, oxidize and deprotect the substrate. Once rinsed, the substrate is m )ve 
again to the printing head assembly for a further cycle of monomer deposits. 

The Examiner argues that it would have been obvious to one of ordinary ski I In 
the art at the time the claimed invention was made to apply the apparatus compn'j ing 
multiple flow cells of Blanchard to his method comprising multiple treatment si aps 
wherein numerous different reagent solutions are supplied to a support within a ! low 
cell The Examiner asserts thai Blanchard. by applying his multiple flow cell appan (us 
to his multiple reagent-treatment steps and moving the support to and from flow c ills, 
each specific for a different regent solution, one would eliminate the need to remo\ e a 
first reagent solution before adding a second reagent solution and the need to rem ave 
second reagent solution before adding a third and eta Additionally, continues the 
Examiner, one would eliminate the possibility of contamination between the diffeent 
reagent solutions within the flow cell. Therefore, concludes the Examiner, it would have 
been obvious to one of ordinary skill in the art at the time the claimed invention was 
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made 1o apply the multiple flow cell apparatus of Bianchard to his method compris ng 
multiple flow celj-treatment steps for the obvious benefits 

Applicant submits that the above argument and conclusion Is contrary to he 
teachings of the reference and Is the result of hindsight reconstruction of the prior art 
based on Applicant's disclosure Bianchard (page 58, lines 1-12) states that, after a 
print head cycle, treating transport 23 Is used to move the substrate from the print hiad 
assembly to flow cell 30, which "treats" the substrate by exposing it to selective fluids tn 
order to rinse off unconnected monomers, oxidize, and deprotect the substrate- Ouce 
rinsed, the substrate Is moved again to print head assembly 24 for a farther cycle of 
monomer deposits and then rinsed again in the (low cell. The steps are repeated 
numerous times to build desired biopolymer sequences.. Accordingly, Bianchard 
discloses nothing mora than conducting the processing steps in one flow cell.. 

In the paragraph bridging pages 74 and 75, Bianchard discloses an automs ted 
synthesis system where there ara multiple flow calls It is clear from this disclosure fhat 
each flow cell Is employed to conduct mulllpJe processing steps consistent with the 
teaching at page 58 above. At the top of page 75, Bianchard states that each flow ce I Is 
checked to see whether it Is done with treating the wafer. If the treatment is donB, the 
wafer Is transferred to scanning arm 44 Applicant submits that. If each flow celt did not 
perform multiple processing steps, then the wafer would not be transferred to the 
scanning arm- Rather, Fig- 14 of Bianchard would show one wafer moving betw sen 
several flow cells before moving to the scanning arm. Otherwise, the substrate wc utd 
not be fully processed before the next monomer deposit Is made Blanchad's 
disptosure of a system with multiple flow cells relates only to multi-tasking, thai is, 
concomitantly synthesizing arrays on tfm surface of several substrates Blancrard 
makes no disclosure or suggestion to modify the teaching of the reference In the 
manner In which the Examiner has done 

The Federal Circuit has held that the mere fact that the prior art may be modi led 
In the manner suggested by the Examiner does not make the modification obvlsus 
unless the prior art suggested the desirability of the modification {/n re Fine, 837 F 2d 
1071, 6 USPQ 2d 1596 (Fed. Clr 1988)) In the present situation there Is no teachln j or 
suggestion in Bianchard to use a single flow call for anything other than conducting 
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several processing steps such as rinsing, oxidizing and deprotecting. It Is Imparmlsshte 
lo use (he claimed Invention as an Instruction manual or template to piece together he 
teachings of the prior art so that the claimed invention Is rendered obvious In re Frileh, 
972 F. 2d 1260, 23 USPQ 2d 1780 (Fed Clr. 1992), quoting In re FJne % supra. 

For the reasons given above, the Examiner has not established a prima h c/a 
case of obviousness Accordingly, the burden is not on Applicant to show that ihe 
claimed placing the support into "another" flow cell Is either different or non -obvli >us 
over that of Blanchard. 

The aforementioned arguments apply equally to the rejection of Claims ' -9, 
12-18. 21-23 and 25 

Claims 10 and 11 were rejected under 35 U S C. 103(a) as being unpatentable 
over Blanchard as applied to Claim 1 above and further in view of Tavlarides, et a/. 
(U S Patent No 4,294,800, issued 13 Oclober 1981) (T avlarides)> Tavlarides discio ies 
a liquid-liquid Jet contactor process and apparatus In which a jet of fluid is arranged to 
flow through a coaxial, co-currently flowing stream of a second fluid, both of which Hi ids 
are immiscible or partially mlscible, and, preferably, one or both Qf the fluids are 
continuously recycled.: 

The Examiner argues that Blanchard teaches a method for synthesizing an a: ray 
of biopolymers on the surface of a support wherein the synthesis comprise a pluraiit r of 
monomer additions, the method comprising: placing a support into a chamber of a l ow 
ceil and subjecting the surface to a step of synthesis subsequent to monomer add! Ion 
and placing the support into a chamber of another flow cell and subjecting the surfac i to 
another subsequent step of synthesis - The Examiner recognizes that Blanchard Is si ent 
regarding determining a condition of or purification of the fluid exiting the ou let 
However, asserts the Examiner, exit fluid analysis was well known in the art at the t me 
the claimed Invention was made a taught by Tavlarides. who specifically teach anal ?sis 
of the exit fluid permits recycling of ihe fluid and provide information regarding a 
reacllon that has occurred within the flow cell (column 5, lines 17-50). It would have 
been obvious to one of ordinary skill in the art at the time the claimed invention was 
made, concludes thB Examiner, lo apply the exit fluid analysis of Tavlarides lo the luld 
exiting Ihe flow cells of Blanchard to thereby analyze flow call reactions and rec rde 
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reagent fluids as taught by Tavlarides The Examiner asserts that one skilled In the art 
would have been motivated to analyze (low cell reaction to thereby maintain qwllty 
control of flow ceil reactions. One skflled in the art would also have been motivatec to 
recycle reaction fluids for the obvious benefits of economy of reagents. 

Btanchard Is deficient in teaching or rendering obvious Applicant's invention as 
explained above. Accordingly, Claims 10 and 11 are not obvious In view of Blanch ard 
and Tavlarides Furthermore, contrary to the assertion or the Examiner. Tavlarides does 
not specifically teach that analysis of the exit fluid permits recycling of the fluid 2nd 
provides information regarding a reaction that has occurred wllhin a flow cell, "tie 
teaching of Tavlarides is directed to a specific recycling format. As indicated abcve, 
Tavlarides discloses a liquid -liquid J B t contactor process and apparatus In which a Jet of 
fluid Is arranged to flow through a coaxial, concurrently flowing stream of a second fluid, 
both of which fluids are Immiscible or partially mfscible, and. preferably, one or both or 
the fluids are continuously recycled. There is no teaching In Tavlarides relating to flow 
cells as defined In the present claims or as mentioned in Blanchard. Tavlarides Is 
concerned with Improvements In the liquid Jet technique for contacting two liquids. 

As mentioned above, it is Impermissible to use the claimed invention as an 
Instruction manual or template to piece together the teachings of the prior art so that the 
claimed invention Is rendered obvious. In re Frllch. 972 F. 2d 1260, 23 USPQ 2d 1 '80 
(Fed Cir 1992). quoting In re Fine, supra. One cannot use hindsight reconstruct i to 
pick and choose among Isolated disclosures in the prior art to deprecate the dallied 
Invention, In re Frllch, supra. Tavlarides concerns are distinct from that of Blancrard 
and that of the present invention. At column 2, lines 58-63. Tavlarides discusses on * of 
the disadvantages of the prior art technique that is overcome with his Invent on 
Tavlarides states that the small change In chemical composition usually occurring for 
short contact times may present a serious obstacle to accurate measurement of tran ifer 
to or from a fluid making a single pass through the reactor. Tavlarides Indicates hBt 
recycling of fluid allows significantly greater amounts to accumulale Thus, It is resdlly 
seen that Tavlarides disclosure is not relevant to the Instant claims. 

Claims 19 and 20 were rejected under 35 U S C 103(a) as being unpatentable 
over Bianchard as applied to Claim 13 above and further in view of Tavlarides. For the 
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reasons given above with respect to the rejection of Claims 10 and 1 1, the combination 
of Blanchard and Tavlarldes does not render obvious the invention of Claims 19 and 20 

Claim 24 was rejected under 35 US.C 103(a) as being unpatentable o^er 
Blanchard In view of Heyneker (IKS, Patent No 6,057,100. issued 2 May 20 DO) 
(Heyneker). Without acquiescing in thB position of the Examiner, Applicant submits t let 
Blanchard Is deficient as explained above and that Heyneker does not cure 
deficiencies of Blanchard Accordingly, Claim 24, being dependent on Claim 13 
patentable over the combination of the references. 

Claims 26-29 were rejected under 35 U S C. 103(a) as being unpatentable cjver 
Blanchard In view of Abraham-Fuchs, et at (U.S. Patent Application No. 2002/0111 
A[, filed 15 February 2001) (Abraham-Fuchs). Without acquiescing in the position of fine 
Examiner, Applicant submits that Blanchard is deficient as explained above and |hat 
Abraham-Fuchs does not cure the deficiencies of Blanchard. Accordingly, Claims 26- 
being dependent on Claim 13, are patentable over the combination of the references 



[he 

is 



29, 



Obviousness- tVDB Double Patenting 

Claims 1-25 were rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 1-18 of tlS 
Patent No. 6,440,669 B1 (Bass) The Examiner contends that, although the confllc ing 
claims ore not identical, they are not patentably distinct from each other because t oth 
sets of claim are drawn to a method of making an array and differ only in the pafent 
methods are drawn to a species of array and the instant claims are drawn to a genu; 

As Indicated !n MP.EP section 804, a double patenting rejection of the 
obvlousness-lype is "analogous to [a failure to maetj the nonobvlousness requiren ent 
of 35 U.S.G. 103 except that the patent principally underlying the double paten Jng 
rejection Is not considered prior art In m BraJ/nwai/e, 379 F-2d 594, 154 USPQ 29 
(CCPA 1967). Therefore, any analysis employed in an obviousness-type double 
patenting rejection parallels the guidelines for analysis of a 35 U.S.C. 103 obvlousrass 
determination In re Braa*. 937 F 2d 589, 19 USPQ2d 12B9 (Fed. Clr. 1991); In re icjng/. 
759 F 2d 887, 225 USPQ 645 (Fed. Clr 1985) 
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Applicant respectfully traverses the above ground of rejection. As explained 
above, the Examiner has not pointed to any disclosure In Bass regarding the use of ( ow 
ceils. Claims 1-18 of Bass do not refer to flow cells- Bass merely moves a support fi 5m 
one linear stage to another linear stage within his apparatus. Claims 1-18 of Bass are 
directed to dispensing a volume of liquid to uniformly coat the entire surface having the 
discrete sites. As mentioned above, at column 7, lines 19-22, Bass distinguishes his 
invention from the use of flow celts. Bass indicates that his method produces a thinier 
layer of liquid deposited on a surface than that produced by prior methods such as f ow 
cell assembly. U is clear from the above that there is no genus-species relationship 
between dispensing a volume of liquid to uniformly coat the entire surface having the 
discrete sites of Claims M8 of Bass and the flow cells of the present claims Bass 
neither discloses nor suggests the present Invention and the present claims are not 
suggested by Claims 1-18 of Bass Accordingly, Claims 1-18 of Bass do not rentier 
obvious Claims 1-25 of the present Invention. Mo terminal disclaimer is necessary. 

CONCLUSION 

Claims 1-29 satisfy the requirements of 35 U S C §112, 102 and 103 and do not 
circumscribe the Judicially created doctrine of obviousness-type double patent ng- 
Allowance of the above-identified patent application, H is submitted, Is in order 

Respectfully submitted, 

Theodore J. Leuereg 
Attorney for Applicant 
Reg. No 28,319 



Agilent Technologies, Inc. 
Legal Department, M/S DL429 
Intellectual Property Administration 
PO Box 7599 
Loveland, CO 80537-0599 
(650)485-2386 




14 



HEcriv«drrom<oo2MnB5D»-*J tzurai fi:<7:}4AM[Eitt<mfUM0<n)71nv«) 



12/04/02 TOD 00:47 FAS BOidOllSeS THEODOnC J LEITCWiU 1^018 

U S Serial No. 09/898.572 Attorney Docket No 10004187-1 

VERSION WITH MARKINGS TO SHOW CHANGES MADE 

In the Claim? 

The claims have been emended as follows: 

1. (amended) A method for synthesizing an array of chemical compounds 
(he surface of a support [wherein said synthesis comprises a p(uratHy of steps], 
method comprising [performing at least two of said steps by]: 

(a) contacting a surface of said support with a fluid reagent for svntheslfano 



said chemical compounds. 

(b[a]) placing sajd [a] support [having a functionalized surface] Into a chamber 
of a flow cbII and subjecting said surface to one step of said synthesis and 

(gib]) placing said support into a chamber of another flow ceil and subjecting 
said surface to another step of said synthesis 

wherein fal - Ic) are repeated until said array of chemical compounds Is synthesize til on 



on 

said 



said surface end wherein each of said flow cells comprises a housing with a chartber 



and an Inlet and an outlet for Introduction and removal of fluids In the chamber in w 



the support is placed. t 

2. (amended) A method according to Claim 1 further comprising placing 
support after step (sib]) of said synthesis Into a chamber of another flow cell 
subjecting said surface to another step of said synthesis 



and 



3 (amended) A method according to Claim 1 wherein said synthesis composes 
V number of steps including lb) and fol and said mBlhod comprises independently 
placing a support into a chamber of one of V number of flow celle and subjecting (said 
surface to a different step of said synthesis in each of sold flow cells 



of 
and 



4 (amended) A method according to Claim 1 wherein reagents for step 
said synthesis are In [separate] fluid communication with said flow cell of step {b[a]) 
reagents for step (cjb]) of said synthesis are In [separate] fluid communication wilh said 
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flow cell of step (c[b]) and wherein the fluid communication of the flow cell of step A) is 



separate from the flufd communication of the flow cell of slap (c) . 

5 (amended) A method according to Claim 1 wherein at least one of said sjeps 
of said synthesis comprises [contacting said surface with a fluid reagent and] was ring 
said surface. 

13 (amended) A method for synthesizing an array of biopoiymers on the 
surface of a support wherein said synthesis comprises a plurality of monomer additions 
said method comprising: 

(a) depositing droplets of m onomer addition reagents on a surface of bald 



support, [after each of said ma nomer additions] 

(fe[a]) placing said support Into a chamber of a now cell and subjecting ^ald 
surface to a step of Bald synthesis that Is subsequent to a monomer addition and 

(c[b]) placing safd support into a chamber of another flow cell and subjecting 
said surface to another step of said synthesis that is subsequent to step (bja]) 
wherein said steps are re peated until said array of blopolvmers Is synthesized on said 



surface and wh ere in each of said flow cells comprises a housing with a chamber ani l an 



Inlet and an outlet for Introduction and removal of fluids In the chamber In whicrd the 



support Is Placed and wherein said flow cell of (h\ is dedicated to safd sfeo (b\ end 



flow cell of (c) Is dedicated to step tc\ 

14 (amended) A method accnrdlng to Claim 13 wherein one [each] of 
steps tb\ and (c\ comprises a wash. 



16. (amended) A method according to Claim 13 wherein step (b[a]) composes 
subjecting said surface to an oxidizing agent. 

17 (amended) A method according to Claim 13 wherein step (c[b]) comprises 
subjecting said surface to an agent for removing a protecting group. 



said 
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22- (amended) A method according to Claim 13 [18] wherein said fluid Ifj an 
organic solvent 

27 (amended) A method according to claim 26 comprising forwarding <jlata 
comprising {representing] a result obtained from a reading of me array 

29 (amended) A method according to claim 26 comprising receiving ([lata 



comprising [representing] a result of an Interrogation obtained by the reading of 
array. 



Claims 3049 have been canceled without prejudice to Applicant's filing qf 
divisional applications to the subject matter of these canceled claims 



the 
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CLEAN COPY OF CURRENT VERSION OF PENDING CLAIMS 

1- (amended) A method for synthesizing an array of chemical compound! on 
(ha surface of a support, said method comprising: ! 

(a) contacting a surface of said support with a fluid reagent for synthesizing 
said chemical compounds, 

(b) placing said support Into a chamber of a flow cell and subjecting said 
surface to one step of said synthesis and 

(c) placing said support into a chamber of another flow cbII and subjec ling 
said surface to another step of said synthesis 

wherein (a) - (c) are repeated until said array of chemical compounds Is synthesized on 
said surface and wherein each of said flow cells comprises a housing with a chamber 
and an Inlet and an outlet for introduction and removal of fluids In the chamber in which 
Ihe support is placed. 



2- (amended) A method according to Claim 1 further comprising placing 
support after step (c) of said synthesis into a chamber of another flow cell 
subjecting said surface to another step of said synthesis 



said 
and 



3 (amended) A method according to Claim 1 wherein said preparing of bald 
surface for the next step of said contacting comprises "n" number of steps and said 
method comprises Independently placing a support into a chamber of one of V nur iber 
of flow ceils and subjecting said surface to a different step of said synthesis In eaqh of 
said flow ceils. 



4. (amended) A method according to Claim 1 wherein reagents for step (i 
said synthesis are in fluid communicalion with said flow cell of step (a) and reagent \ 
step (b) of said synthesis are In fluid communication with said flow ceil of step (b) 
wherein the fluid communication of the flow celt of step (a) is separate from the 
communication of the flow cell of step (b). 
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5. (amended) A mBthod according to Claim 1 wherein at least one of said s 
of said synthesis comprises washing said surface. 

6 A method according to Claim 1 wherein said chemical compounds 
polymers 



epB 



are 



7. A method according to Claim 6 wherein said polymers are biopolymers , 

8. A method according to Claim 1 wherein said flow cells comprise a hqlder 
for said support 



9 A method according to Claim 1 wherein said flow cells comprise at 
one Inlet and an outlet . 



hast 



laid 



10. A method according to Claim 9 wherein a condition of fluid exiting 
outlet Is determined and based on said determination at least a portion of said flu d is 
directed to said inlet or to a waste container for said fluid 

11. A method according to Claim 9 wherein fluid exiting said outlet is 
subjected to purification and a condition of said fluid is determined and based on said 
determination at least a portion of said fluid Is directed to said inlet or to a wpsle 
container for said fluid 

12 A method according to Claim 9 wherein a wash solution and a reagent f{>r said 
synthesis are independently directed to said Inlet. 

13 (amended) A method for synthesizing an array of biopolymers on the 
surface of a support wherein said synthesis comprises a pluratity of monomer additions, 
said method comprising: 

(a) depositing droplets of monomer addition reagents on a surface of jsaid 
support, 
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(b) placing said support Into a chamber of a flow ceB and subjecting £ald 
surface to a step of said synthesis that Is subsequent to a monomer addition and 

(c) placing said support Into a chamber of another now cell and subletting 
said surface to another step of said synthesis that Is subsequent to step (b) 
wherein said steps are repeated until said array of blopolymers is synthesized on said 
surface and wherein each of said flow cells comprises a housing with a chamber and an 
inlet and an outlet for Introduction and removal of fluids In the chamber In which the 
support is placed and wherein said flow cell of (b) is dedicated to said step (b) and hid 
flow celt of (c) is dedicated to step (c), 

14. (amended) A method according to Claim 13 wherein each of said steps| (a) 
and (b) comprises a wash 



15.. A method according to Claim 13 wherein said blopolymers 
polynucleotides 



16 (amended) A method according to Claim 13 wherein step (b) composes 
subjecting said surface to en oxidizing agent. 

17 (amended) A method eccording to Claim 13 wherein step (c) composes 
subjecting said surface to an egent for removing a protecting group 

18. A method according to Claim 13 wherein said flow cells comprise at ijaast 
one inlet and an outlet and a holder for said support. 

19 A method according to Claim 13 wherein a condition of fluid exiting bald 
flow cell Is determined and based on said determination at least a portion of said fluid Is 
directed to said flow cell or to a waste container for said fluid 

20 A method according to Claim 18 wherein fluid exiting said flow cell Is 
subjected to purification end a condition of said fluid Is determined and based on said 



are 
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determination at teast a portion of said fluid is directed to said flow ceil or to a wpsle 
container for said fluid. 

21 A method according to Claim 18 wherein a wash solution and a reagent for 
said synthesis are independently directed to said Inlet 

22. (amended) A method according to Claim 19 wherein said fluid is an organic 
solvent 

23. A method according to Claim 13 wherein said biopolymers are peptide i, 



24 A method according to Claim 13 wherein said biopolymers 
synthesized on said surface in multiple arrays and said support is subsequently d 
into Individual arrays of biopolymers on a support 



ste> 



25. A method according to Claim 13 wherein reagents for said first 
said synthesis are in separate fluid communication with said first flow cell and reag 
for said second step of said synthesis are In separate fluid communication with 
second flow celt 

26 A method according to claim 13 further comprising exposing the array 
sampie and reading the array. 

27. (amended) A method according to claim 26 comprising forwarding 
comprising a result obtained from a reading of the array 

28. A method according to claim 27 wherein the data is transmitted 
remote location 

29. (amended) A method according to ctalm 26 comprising receiving 
comprising a result of an interrogation obtained by the reading of the array 



0)024 



are 
ced 



of 
jnts 
said 



oa 



lata 



o a 



teta 



21 



fo™ rro-850 (Rev. 01-10-2001) INTERFERENCE INITIAL MEMORANDUM count* 

To the Board of Patent Appeals and Interferences: 

An interference is proposed involving the following 2 parties — 



PARTY 

Junior Party 
Bass et al. 


APPLICATION NO. 

09/896,572 


FILING DATE 

_ 06/29/2001 


PATENT NO., IF ANY 

6,649,348 


ISSUE DATE, IF ANY 
11/18/2003 


If the involved is a patent, have its maintenance fees been paid? Yes — No — Not due Yet X 

Proposed priority benefit (list all intervening applications necessary for continuity): 


COUNTRY 


APPLICATION NO. 


FILING DATE 


PATENT NO , IF ANY 


ISSUE DATE, IF ANY 


None 


None 


None 


None 


None 


The claim(s) of this party corresponding to this count: 


PATENTED OR PATENTABLE PENDING CLAIMS 

Patented claims 1 -29 


UNPATENTABLE PENDING CLAIMS 

N/A 


The claim(s) of this party NOT corresponding to this count: 


PATENTED OR PATENTABLE PENDING CLAIMS 

None 


UNPATENTABLE PENDING CLAIMS 

N/A 



PARTY 


APPLICATION NO. 


FILING DATE 


PATENT NO , IF ANY 


ISSUE DATE, IF ANY 


Senior Party 
Goldberg et al. 


10/722,032 


11/25/2003 


N/A 


N/A 


If the involved is a patent, have its maintenance fees been paid? Yes — No — Not due yet N/A 

Proposed priority benefit (list all intervening applications necessary for continuity): 


COUNTRY 


APPLICATION NO. 


FILING DATE 


PATENT NO , IF ANY 


ISSUE DATE, IF ANY 


USA 


09/716,669 


11/20/2000 


N/A 


N/A 


USA 


09/716,507 


11/20/2000 


N/A 


N/A 


USA 


09/427,850 


10/26/1999 


6,239,273 


5/29/01 


USA 


09/244,568 


2/4/99 


6,307,042 


10/23/01 


USA 


09/093,843 


5/22/98 


N/A 


N/A 


WIPO 


PCT/US97/06535 


4/16/97 


N/A 


N/A 


USA 


08/634,053 


4/17/96 


5,959,098 


9/28/99 


The claim(s) of this party corresponding to this count: 


PATENTED OR PATENTABLE PENDING CLAIMS 




UNPATENTABLE PENDING CLAIMS 


Patentable pending claims 50-78 




None 





The claim(s) of this party NOT corresponding to this count: 


PATENTED OR PATENTABLE PENDING CLAIMS 

None 


UNPATENTABLE PENDING CLAIMS 

None 



(Check off each step, if applicable) INSTRUCTIONS 



□ 1 . Obtain all files listed above. 

□ 2. Confirm that the proposed involved claims are still active and all corrections and entered amendments have been considered The patents must not be expired for, 

among other things, failure to pay a maintenance fee (Check PALM screen 2970). 

□ 3. If one of the involved files is a published application or a patent, check for compliance with 35 U.S.C. 1 35(b). 

□ 4. Obtain a certified copy of any foreign benefit documents where necessary (37 CFR 1.55(a)). 

□ 5. Discuss the proposed interference with an Interference Practice Specialist in your Technology Center. 
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PRIMARY EXAMINER (signature) 
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